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Please refer to usage guidelines at http://researchonline.lshtm.ac.uk/policies.html or alternatively contact researchonline@lshtm.ac.uk. (2) (3) (4) (5) . We therefore used GWAS data from Kenyan children with bacteraemia (6) secondary to diverse pathogens (n = 1,536) and healthy control children from the same population (n = 2,677), to explore whether genetic variation at the VAC14 locus is associated with susceptibility to invasive bacterial infections other than typhoid fever (SI Methods). In Kenyan children, To understand whether risk of bacteremia conferred by rs8060947 is shared across pathogens causing bacteremia in Kenyan children, we conducted a Bayesian analysis (SI Methods) comparing models of association at rs8060947 with the major causes of bacteremia in this population (Fig. 1A) . The most probable model is one in which rs8060947 is associated with susceptibility to bacteraemia caused by nontyphoidal Salmonella (NTS), S. pneumoniae, E. coli and Acinetobacter species, but not bacteremia caused by other pathogens (Fig. 1B) . We performed imputation-based mapping of the association at the VAC14 locus with bacteraemia secondary to NTS, S.
pneumoniae, E. coli and Acinetobacter species (Fig. 1C) . In that analysis, there is evidence for association between bacteremia secondary to these four pathogens and both rs8060947 (Padditive = 4.76x10 
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SI Methods
Genetic association analysis of bacteraemia in Kenyan children at VAC14
The GWAS of all-cause bacteraemia in Kenyan children has been described in detail elsewhere (1) . In brief, Kenyan children under the age of 13 years, presenting to Kilifi In this analysis of the VAC14 locus, we included common (minor allele frequency >0.05), well-imputed SNPs (imputation info score >0.4), with no evidence for departure from Hardy Weinberg equilibrium (P>1x10 -10 ). rs8060947 was directly genotyped on the Affymetrix SNP 6.0 chip (Fig. S1) . In this population, rs8060947
has a minor allele frequency of 0.44, with no evidence of departure from Hardy
Weinberg equilibrium (P = 0.11). rs8044133 is imputed (imputation info score = 0.996), and has a minor allele frequency of 0.47, with no evidence of departure from
Hardy Weinberg equilibrium (P = 0.73). Following quality control, 1,536 cases and 2,677 control samples were included in the analysis.
Bayesian comparison of models of association
We compared models of association at candidate loci across the seven most frequently isolated bacterial pathogens (NTS, n = 180; S. pneumoniae, n = 426; S.
aureus, n = 175; H. influenza type b, n = 128; β-haemolytic Streptococci, n = 146; E.
coli, n = 151; Acinetobacter, n = 130) among cases of bacteraemia in the Kenyan discovery samples in the all-cause bacteraemia GWAS (1). Effect size estimates and 95% confidence intervals were calculated by multinomial logistic regression under a recessive model, using control status and each of the bacterial pathogen subgroups as strata, and the first two principal components as covariates. We considered three models of effect across the bacterial pathogens, defined by the prior distributions on the effect size:
NULL: effect size = 0, i.e. no association with any pathogen. SAME: effect size ~ N(0,0.2) and fixed between pathogens (ρ=1).
REL: effect size ~ N(0,0.2) and correlated (ρ=0.96), but not fixed, between pathogens.
These three models were considered alongside a fourth model defined as a combination of pathogens with the same non-zero effect (with no effect for other pathogens), for which the data provides support. For each model we calculated approximate Bayes factors (5) and posterior probabilities, assuming each model to be equally likely a priori.
